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Abstract of JP1 0251 285 

PROBLEM TO BE SOLVED: To obtain the subject novel platinum complex that comprises a specific 
diamine platinum (IV) complex and is usefuf as an anti-malignant tumor action because it has excellent 
anti-malignant tumor action and has high safety with reduced side-effect such as nephrotoxicity and is 
effective when it is give orally. SOLUTION: This is a novel diamine-platinum (IV) complex represented by 
formula I [R< 1 > and R<2> incorporate to form a 1 ,2-cycloalkanediamine of 5-8 carbon atoms of formula II 
(R<5> is H, acetyl, trifluoroacetyl, benzoyl) (having all of the 3 kinds of possible stereo structure-cis(R,S), 
trans (1S.2S), trans (1R,2R)-); R<3> and R<4> are each H, the formula: R<6> CO- (R<6> is an alkyl, an 
aryl); two Xs are malonic acid residue which may bear a substituent O-O coordinating to Pt, glycolic acid 
residue and O.N-coordinating N-acylamino acid residue]. This complex is prepared by treating a Pt (I!) 
complex of formula III with hydrogen peroxide followed by, when necessary, acylating. 
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iH»2 0i»ncssstsffltr3aiaRi63-itfe. ffffit 

fcafe$*£iFlXLT 1 , l-y^o^yy^M^ 
i^7h h7y^-t'Xh>j7;l/^Q7-b^f (O-l- 
y7WQ7-tf;L~l, 3-yT5y-2-7DyV 
-/W) a& (IV) ^>a«9*l. 5g(iR^6 6.8 
%) 

[00 581 11* 1 9 5-2 0 0°C 
] H — NMR (ty^f;i/*;l/A7; K ) S.58(2H,br.), 

8.12(2H,br.),5.94(lH,t), 3.2-3. 3(2H. a) , 2.9-3.1(2 
H,m), 2.7-2.8(2H,m), 2.37<2H,t),1.91(2H,quint.) 

[0059] mmmi 2 (^12) 

hyyx-tzXT-li? b 1, 1 -^o7^y^;|/ 
#^7h (1, 3-y7Sy-2-7a;v-;Hfi 
A (IV) (*fc£ft5) 1. Ig (2S'J=E^) -kit** 
A-itVPAT $ K 4ml CSS L . d £ ^b" U S^4 ml 

<k^vm&tzxmjmmo . 3 5«i£fln*.4i$fsi 

^*JrKU h7^-h'^7-t^ V 1. 
□ 77yy*^y7f (0-7*f;P-l, 3-'J 
7Sy-2-7n;V-M (IV) ^fift1»*0. 
6g <JR*5 1- 1%) 
[0060]Iil£ 24 0-24 5'C (?>fi?) 
1 H — NMR (£#) 5.50(lH,t), 3.03(2H,d), 2.65(2 
H,t), 2.4-2.7(4H,m),2.15(3H T s), 2.11(3H,s), 2.06(3 

H, s), 1. 99 (2H, quint.) 
[0061] mi&M 1 3 3) 
(N-T-fef-^'J^^-h-N, O) h7^-y'bK 

o^/d, 3-^*r $.j-2-~ruf*s-iV) a& 

(IV) 1. 14 g (2. 6351)^) £b 1)^20 
nltw^jSt. te/Jc^lS 1 • Snlfcin* 5 0'C(CT 2 B#fl 

*7A^o7h/77^-(:t«iL?nn*W7 
•fehyiOfe^tT (N-T-bf-/^»J^h-N, 
O) b7^-y7-b^h (O-T-fef-zU- 1 , 3-^' 
rsy-2-ro J 'fy-/p) a& (iv) o«afe^ B a H 

I. 02g (iR^6 9. 3%) £f#fc. 
[00621 WUS 1 9 5-20 0-C (t>M) 

1 H — NMR (l^on*/^+t^^/'-;H 11.5(1 
H,br.), 8.5(lH,br.).6.8(lH,br.>, 6.5(lH,br.), 5.31 
(lH.n), 4.16(2H.AB q), 2. 8-3. 0(3H. m) , 2. 2-2. 3(1H, 
m). 2.17(3H,s), 2.09(3H,s), 2.07(3H.s>. 2.06(3H.s) 
[0063] mm 1 4 (fl^tt 1 4 ) 
byyx-HXT-tfh 1. l-y^D/^yy*^ 
^v7h (1, 3-y7Sy-2-7nny-;H a 
^(IV) 1. 1 g (2 5 l»^Er;U) Srh-'Jj^SOnKCjg 
St. 4, 4-ypif/l'7Syt;'Jyy0. Ig^SDi. 
3t„ -^*S-f.#g!0 . 678g (3S'Jt 

AO £}&D^. 5 0*acTlB$SKiES^. SJS?g5ig 



(7) 



mm^-l 0-2 5 1 28 5 



x-WT-fe^ f 1, l-y^n/^yy^t/^y 
7f- 3-i/'T5y-2-TC7ys° 
y— /10 (IV) eoeei&*l. 25g (IR$96. 

3%) 

[0 0 64] 195-200-C(M) 
1 H-NMR (l-^f;^/^7S 8.1-8.2 
(2H,m),7.6-7.7<lH,m), 7.5-7.6(2H,m), 5.65(lH,m) , 
3.15-3.25(2H,m),2.75-2.85(lH,m), 2.64(2H,t), 2.47 
(2H,t), 1.92(3H,s), 1.89(3H,s),l.S-2.0(3H,m) 

coo6 5] mmmi s (-ffr^ai 5) 

^i«14tfcl>t. h7y^-fX7-fe^b 1, 1 

-X?D^yyAWJfy7h (1, 3-^'T5y- 

2- m^V-;y) 6^; (IV) coithKllz (N-T-bf- 
/^Uy+h-N, O) h7>X-t'X7-b?h (1, 

3- ^T5y-2-TnmV-A') a£ (IV) 1. 04 
g (2SU^/U) f(!l«*M^Jl 4tl«ItttLT 
(N-7tWUytF-N, O) h 7 yx-t'A7 

-b:??- (0-^>-V'^;l— 1 , 3-y'7Sy-2-7n 

^v-no a^ (iv) «^afe©*5oomg 

0. 2%) Sr»3t. ■ 

[00 66] It* 1 6 0- 1 6 5°C 
i H-NMR (i?no*;|,A) 11.5(lH,br.t), 8.1-8. 
2(2H,m),7.60(2H,in), 7.46(2H,m), 6.8(lH,'br.t) , 6.4 
(IH.br.t), 5.62(lH,m),4.11(2H,AB q), 3.0-3.5(3H. 
m), 2. 3-2. 5 (1H, id), 2.0S(3H,s) ,2.07(3H,s) , 2.04(3H, 
s) 

[00 67] 9mM 1 6 (ft-fttt 1 6 ) 

(N-T-bf-^US^-h-N, O) b7>A-t'A7 
-b*h (1. 3-y7Sy-2-ro;V-/H a# 

(IV) 1. 04g (25'Jt/H £^Vf-/PrfvPATS 
HI OmlfcJffiBU t'Jyyi OnlSrjD^.^. 'd^M 
iStcT a7*aA*y*;Kt>yS7 o U K 0 . 5 g £2jd 

i 7 b* hries . Rjsfs i mm u# ^ Outsat * 

TSfcfcffcl/t (N-r-bf-^'JS^-h-N. O) h 7 
yx- t'^r-b;? h (0->?D7n; ;PtK— - 

1, 3-^T5y~2-7°n^W-;U) (IV) Off 
fe^*4 2 0mg (JR¥3 5. 8%) 

[00 6 8] SI* 14 5- 1 5 0°C (#jg) 
'H-NMR (l7nn*^A) 11.4(lH,br.t), 8.4(1 
H.br.t),6.8(lH,br.t), 6.2(lH,br.t), 5.35(lH,m), 4. 
14(2H.m),2.8-3.2(3H,in), 2. l-2.3(lH,m) , 2.09(3H,s), 

2.06(6H,s), 1.69(lH,m),1.26(2H.m), 0.96(2H,n) 

[0069] mmm 1 1 (-ft-g-a 1 1 ) 

(N-T-bf-^D^+h-N, O) f7VX-t'X7 
-b^h (1. 3-y7iy-2-rn;V-;H 



(IV) 1. 04 g (2S!)t;H 2rt'U£/>-3 Omits 

iSU S?gi;T*i^yrS'^.;i--*>-^4 5 0iiig^*7k7 : - 
h7tKD77>l 0«llc*A»l/CSBTUfc. *<9*a 

l J*^*7A;o7h/77f-CttlLT ( N — 
T-bf-^U^h-N, 0)>7^-t'X7t?h 
(O-^XXjUh^-l, 3-y'7Sy-2-7'o 

^v-;p) a* (iv) <o«rae»*i so« ami 

2.6%) ftfWs. 

[0070)1* 1 9 0-1 9 5°C (»B) 
'H-NMR (S*) 5.48(lH,t), 4.28(2H,AB q), 3.34 
(3H,s), 3.25(lH,d),3.15(lH,d), 3.01(lH,dd), 2.54(1 

H, dd), 2.11(6H,s), 2.10(3H,s) 
[0071]^WJ18 (ft-^318) 

I, l-if?a-?9m*Arf*?i,?h h7yx-h' 
XM)7Wn7-fe?h (0-M)7/ktn7W- 

1. 3-y7S/-2-rwV-^) a& (IV) (-ft 
£%1 1 ) 3. 2 6 g (55 U^/W) S:^^y-;P2 0 

0mlfc:SBBL4 0'Ct=T6^|SIRJES-liTt. <fc». KJE 

M*^KU1, l-y?n7^yy*MJfy7 

h h^X-t'XhU^/M-nT'-brJ'h ( 1 . 
7Sy-2-7'DAV-;H (IV) <oafiR*2. 

1 Sg (IDUP6 6. 8%) 

[0072] HjA 1 9 5-20 0*C (#fj?) 
'H-NMR (*^^y-;P) 4.36(lH.t), 2.7-2. 8(4H, 
■). 2.44(2H,t),2.2-2-4(2H,m), 1.98(2H, quint.) 

[00 73] ffl&mi 

v->XM5 0 7 6B*^^StnJftttta»: 
5 076iilX10 6 K. 6jlfM(OitttBDF 1 -V'7 
Xco&T (s.c. ) tr^ffiU B— E5B 

(*»BJ-ft-&%) SrSP (p.o. ) 3 OB 

««mi(BrJ* (G I ) £^#T>:771^0# 
^i^coG 1 HSrSlc, "-»Cll]»lt»J: "3 I D 50 il ( 5 
E&^t*Hr6GIffl!&s, 5 0%^^ffl«) ft, 

mM&mwRhttiz ld bo m (#niBEi*ja-^te j: § 

5 0%^5Efflfi) J:>3?&^S!c (TI ) ^JjCfUtft. » 

mmmmLtz. iks-mma, v»>x^a 1 o g a 9 o . 

(%) SX/fivamz-Z-wmS. (ing/kg) 

[0 0 74] 

[*1] 



(8) #^¥10-2 5 128 5 



H5C76 reticulosarcomE(s. c. - p.o.) icift ZtfCtMSfftS: 





C1.B, (mi/kg) 


LD 50 (mgA?) 


ID 50 (i!!fi/kg) 


Tl 




7-4.5(8.0) 


18.0 


3.2 


5.6 




72.3(256.0) 


245.0 


119.9 


2.0 




95. 6(32. 0) 


>200.0 


<8.0 


>25.0 




6L 4 (Si. 0) 


' 353. 0 


38.4 


9.2 


itmsi i 


86.5(32. 0) 


176.5 


10.2 


17.3 




95. 6(32. 0) ' 


176.8 


9.6 


18.4 



[0075] 

i5ffl<v&i&i *¥t&ie> > JT$*&& <iv> &m±mi 



